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shipped to the investigator and the in-
vestigator may begin participating in 
the study. The sponsor shall notify 
FDA of the new investigator within 30 
days of the investigator being added. 

(d) Content and format. A protocol 
amendment is required to be promi-
nently identified as such (i.e., ‘‘Pro-
tocol Amendment: New Protocol’’, 
‘‘Protocol Amendment: Change in Pro-
tocol’’, or ‘‘Protocol Amendment: New 
Investigator’’), and to contain the fol-
lowing: 

(1)(i) In the case of a new protocol, a 
copy of the new protocol and a brief de-
scription of the most clinically signifi-
cant differences between it and pre-
vious protocols. 

(ii) In the case of a change in pro-
tocol, a brief description of the change 
and reference (date and number) to the 
submission that contained the pro-
tocol. 

(iii) In the case of a new investigator, 
the investigator’s name, the qualifica-
tions to conduct the investigation, ref-
erence to the previously submitted pro-
tocol, and all additional information 
about the investigator’s study as is re-
quired under § 312.23(a)(6)(iii)(b). 

(2) Reference, if necessary, to specific 
technical information in the IND or in 
a concurrently submitted information 
amendment to the IND that the spon-
sor relies on to support any clinically 
significant change in the new or 
amended protocol. If the reference is 
made to supporting information al-
ready in the IND, the sponsor shall 
identify by name, reference number, 
volume, and page number the location 
of the information. 

(3) If the sponsor desires FDA to com-
ment on the submission, a request for 
such comment and the specific ques-
tions FDA’s response should address. 

(e) When submitted. A sponsor shall 
submit a protocol amendment for a 
new protocol or a change in protocol 
before its implementation. Protocol 
amendments to add a new investigator 
or to provide additional information 
about investigators may be grouped 
and submitted at 30-day intervals. 
When several submissions of new proto-
cols or protocol changes are antici-
pated during a short period, the spon-
sor is encouraged, to the extent fea-

sible, to include these all in a single 
submission. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 53 FR 1918, Jan. 25, 
1988; 61 FR 51530, Oct. 2, 1996; 67 FR 9585, Mar. 
4, 2002; 74 FR 40942, Aug. 13, 2009] 

§ 312.31 Information amendments. 
(a) Requirement for information amend-

ment. A sponsor shall report in an in-
formation amendment essential infor-
mation on the IND that is not within 
the scope of a protocol amendment, 
IND safety reports, or annual report. 
Examples of information requiring an 
information amendment include: 

(1) New toxicology, chemistry, or 
other technical information; or 

(2) A report regarding the discontinu-
ance of a clinical investigation. 

(b) Content and format of an informa-
tion amendment. An information amend-
ment is required to bear prominent 
identification of its contents (e.g., ‘‘In-
formation Amendment: Chemistry, 
Manufacturing, and Control’’, ‘‘Infor-
mation Amendment: Pharmacology- 
Toxicology’’, ‘‘Information Amend-
ment: Clinical’’), and to contain the 
following: 

(1) A statement of the nature and 
purpose of the amendment. 

(2) An organized submission of the 
data in a format appropriate for sci-
entific review. 

(3) If the sponsor desires FDA to com-
ment on an information amendment, a 
request for such comment. 

(c) When submitted. Information 
amendments to the IND should be sub-
mitted as necessary but, to the extent 
feasible, not more than every 30 days. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 53 FR 1918, Jan. 25, 
1988; 67 FR 9585, Mar. 4, 2002] 

§ 312.32 IND safety reporting. 
(a) Definitions. The following defini-

tions of terms apply to this section: 
Adverse event means any untoward 

medical occurrence associated with the 
use of a drug in humans, whether or 
not considered drug related. 

Life-threatening adverse event or life- 
threatening suspected adverse reaction. 
An adverse event or suspected adverse 
reaction is considered ‘‘life-threat-
ening’’ if, in the view of either the in-
vestigator or sponsor, its occurrence 
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places the patient or subject at imme-
diate risk of death. It does not include 
an adverse event or suspected adverse 
reaction that, had it occurred in a 
more severe form, might have caused 
death. 

Serious adverse event or serious sus-
pected adverse reaction. An adverse 
event or suspected adverse reaction is 
considered ‘‘serious’’ if, in the view of 
either the investigator or sponsor, it 
results in any of the following out-
comes: Death, a life-threatening ad-
verse event, inpatient hospitalization 
or prolongation of existing hospitaliza-
tion, a persistent or significant inca-
pacity or substantial disruption of the 
ability to conduct normal life func-
tions, or a congenital anomaly/birth 
defect. Important medical events that 
may not result in death, be life-threat-
ening, or require hospitalization may 
be considered serious when, based upon 
appropriate medical judgment, they 
may jeopardize the patient or subject 
and may require medical or surgical 
intervention to prevent one of the out-
comes listed in this definition. Exam-
ples of such medical events include al-
lergic bronchospasm requiring inten-
sive treatment in an emergency room 
or at home, blood dyscrasias or convul-
sions that do not result in inpatient 
hospitalization, or the development of 
drug dependency or drug abuse. 

Suspected adverse reaction means any 
adverse event for which there is a rea-
sonable possibility that the drug 
caused the adverse event. For the pur-
poses of IND safety reporting, ‘‘reason-
able possibility’’ means there is evi-
dence to suggest a causal relationship 
between the drug and the adverse 
event. Suspected adverse reaction im-
plies a lesser degree of certainty about 
causality than adverse reaction, which 
means any adverse event caused by a 
drug. 

Unexpected adverse event or unexpected 
suspected adverse reaction. An adverse 
event or suspected adverse reaction is 
considered ‘‘unexpected’’ if it is not 
listed in the investigator brochure or is 
not listed at the specificity or severity 
that has been observed; or, if an inves-
tigator brochure is not required or 
available, is not consistent with the 
risk information described in the gen-
eral investigational plan or elsewhere 

in the current application, as amended. 
For example, under this definition, he-
patic necrosis would be unexpected (by 
virtue of greater severity) if the inves-
tigator brochure referred only to ele-
vated hepatic enzymes or hepatitis. 
Similarly, cerebral thromboembolism 
and cerebral vasculitis would be unex-
pected (by virtue of greater specificity) 
if the investigator brochure listed only 
cerebral vascular accidents. ‘‘Unex-
pected,’’ as used in this definition, also 
refers to adverse events or suspected 
adverse reactions that are mentioned 
in the investigator brochure as occur-
ring with a class of drugs or as antici-
pated from the pharmacological prop-
erties of the drug, but are not specifi-
cally mentioned as occurring with the 
particular drug under investigation. 

(b) Review of safety information. The 
sponsor must promptly review all in-
formation relevant to the safety of the 
drug obtained or otherwise received by 
the sponsor from foreign or domestic 
sources, including information derived 
from any clinical or epidemiological 
investigations, animal or in vitro stud-
ies, reports in the scientific literature, 
and unpublished scientific papers, as 
well as reports from foreign regulatory 
authorities and reports of foreign com-
mercial marketing experience for drugs 
that are not marketed in the United 
States. 

(c)(1) IND safety reports. The sponsor 
must notify FDA and all participating 
investigators (i.e., all investigators to 
whom the sponsor is providing drug 
under its INDs or under any investiga-
tor’s IND) in an IND safety report of 
potential serious risks, from clinical 
trials or any other source, as soon as 
possible, but in no case later than 15 
calendar days after the sponsor deter-
mines that the information qualifies 
for reporting under paragraph (c)(1)(i), 
(c)(1)(ii), (c)(1)(iii), or (c)(1)(iv) of this 
section. In each IND safety report, the 
sponsor must identify all IND safety 
reports previously submitted to FDA 
concerning a similar suspected adverse 
reaction, and must analyze the signifi-
cance of the suspected adverse reaction 
in light of previous, similar reports or 
any other relevant information. 

(i) Serious and unexpected suspected 
adverse reaction. The sponsor must re-
port any suspected adverse reaction 

VerDate Sep<11>2014 11:29 Jun 12, 2018 Jkt 244074 PO 00000 Frm 00075 Fmt 8010 Sfmt 8010 Y:\SGML\244074.XXX 244074ns
ha

ttu
ck

 o
n 

D
S

K
9F

9S
C

42
P

R
O

D
 w

ith
 C

F
R



66 

21 CFR Ch. I (4–1–18 Edition) § 312.32 

that is both serious and unexpected. 
The sponsor must report an adverse 
event as a suspected adverse reaction 
only if there is evidence to suggest a 
causal relationship between the drug 
and the adverse event, such as: 

(A) A single occurrence of an event 
that is uncommon and known to be 
strongly associated with drug exposure 
(e.g., angioedema, hepatic injury, Ste-
vens-Johnson Syndrome); 

(B) One or more occurrences of an 
event that is not commonly associated 
with drug exposure, but is otherwise 
uncommon in the population exposed 
to the drug (e.g., tendon rupture); 

(C) An aggregate analysis of specific 
events observed in a clinical trial (such 
as known consequences of the under-
lying disease or condition under inves-
tigation or other events that com-
monly occur in the study population 
independent of drug therapy) that indi-
cates those events occur more fre-
quently in the drug treatment group 
than in a concurrent or historical con-
trol group. 

(ii) Findings from other studies. The 
sponsor must report any findings from 
epidemiological studies, pooled anal-
ysis of multiple studies, or clinical 
studies (other than those reported 
under paragraph (c)(1)(i) of this sec-
tion), whether or not conducted under 
an IND, and whether or not conducted 
by the sponsor, that suggest a signifi-
cant risk in humans exposed to the 
drug. Ordinarily, such a finding would 
result in a safety-related change in the 
protocol, informed consent, investi-
gator brochure (excluding routine up-
dates of these documents), or other as-
pects of the overall conduct of the clin-
ical investigation. 

(iii) Findings from animal or in vitro 
testing. The sponsor must report any 
findings from animal or in vitro test-
ing, whether or not conducted by the 
sponsor, that suggest a significant risk 
in humans exposed to the drug, such as 
reports of mutagenicity, 
teratogenicity, or carcinogenicity, or 
reports of significant organ toxicity at 
or near the expected human exposure. 
Ordinarily, any such findings would re-
sult in a safety-related change in the 
protocol, informed consent, investi-
gator brochure (excluding routine up-
dates of these documents), or other as-

pects of the overall conduct of the clin-
ical investigation. 

(iv) Increased rate of occurrence of seri-
ous suspected adverse reactions. The 
sponsor must report any clinically im-
portant increase in the rate of a seri-
ous suspected adverse reaction over 
that listed in the protocol or investi-
gator brochure. 

(v) Submission of IND safety reports. 
The sponsor must submit each IND 
safety report in a narrative format or 
on FDA Form 3500A or in an electronic 
format that FDA can process, review, 
and archive. FDA will periodically 
issue guidance on how to provide the 
electronic submission (e.g., method of 
transmission, media, file formats, prep-
aration and organization of files). The 
sponsor may submit foreign suspected 
adverse reactions on a Council for 
International Organizations of Medical 
Sciences (CIOMS) I Form instead of a 
FDA Form 3500A. Reports of overall 
findings or pooled analyses from pub-
lished and unpublished in vitro, ani-
mal, epidemiological, or clinical stud-
ies must be submitted in a narrative 
format. Each notification to FDA must 
bear prominent identification of its 
contents, i.e., ‘‘IND Safety Report,’’ 
and must be transmitted to the review 
division in the Center for Drug Evalua-
tion and Research or in the Center for 
Biologics Evaluation and Research 
that has responsibility for review of 
the IND. Upon request from FDA, the 
sponsor must submit to FDA any addi-
tional data or information that the 
agency deems necessary, as soon as 
possible, but in no case later than 15 
calendar days after receiving the re-
quest. 

(2) Unexpected fatal or life-threatening 
suspected adverse reaction reports. The 
sponsor must also notify FDA of any 
unexpected fatal or life-threatening 
suspected adverse reaction as soon as 
possible but in no case later than 7 cal-
endar days after the sponsor’s initial 
receipt of the information. 

(3) Reporting format or frequency. FDA 
may require a sponsor to submit IND 
safety reports in a format or at a fre-
quency different than that required 
under this paragraph. The sponsor may 
also propose and adopt a different re-
porting format or frequency if the 
change is agreed to in advance by the 
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director of the FDA review division 
that has responsibility for review of 
the IND. 

(4) Investigations of marketed drugs. A 
sponsor of a clinical study of a drug 
marketed or approved in the United 
States that is conducted under an IND 
is required to submit IND safety re-
ports for suspected adverse reactions 
that are observed in the clinical study, 
at domestic or foreign study sites. The 
sponsor must also submit safety infor-
mation from the clinical study as pre-
scribed by the postmarketing safety re-
porting requirements (e.g., §§ 310.305, 
314.80, and 600.80 of this chapter). 

(5) Reporting study endpoints. Study 
endpoints (e.g., mortality or major 
morbidity) must be reported to FDA by 
the sponsor as described in the protocol 
and ordinarily would not be reported 
under paragraph (c) of this section. 
However, if a serious and unexpected 
adverse event occurs for which there is 
evidence suggesting a causal relation-
ship between the drug and the event 
(e.g., death from anaphylaxis), the 
event must be reported under 
§ 312.32(c)(1)(i) as a serious and unex-
pected suspected adverse reaction even 
if it is a component of the study end-
point (e.g., all-cause mortality). 

(d) Followup. (1) The sponsor must 
promptly investigate all safety infor-
mation it receives. 

(2) Relevant followup information to 
an IND safety report must be sub-
mitted as soon as the information is 
available and must be identified as 
such, i.e., ‘‘Followup IND Safety Re-
port.’’ 

(3) If the results of a sponsor’s inves-
tigation show that an adverse event 
not initially determined to be report-
able under paragraph (c) of this section 
is so reportable, the sponsor must re-
port such suspected adverse reaction in 
an IND safety report as soon as pos-
sible, but in no case later than 15 cal-
endar days after the determination is 
made. 

(e) Disclaimer. A safety report or 
other information submitted by a spon-
sor under this part (and any release by 
FDA of that report or information) 
does not necessarily reflect a conclu-
sion by the sponsor or FDA that the re-
port or information constitutes an ad-
mission that the drug caused or con-

tributed to an adverse event. A sponsor 
need not admit, and may deny, that 
the report or information submitted by 
the sponsor constitutes an admission 
that the drug caused or contributed to 
an adverse event. 

[75 FR 59961, Sept. 29, 2010] 

§ 312.33 Annual reports. 
A sponsor shall within 60 days of the 

anniversary date that the IND went 
into effect, submit a brief report of the 
progress of the investigation that in-
cludes: 

(a) Individual study information. A 
brief summary of the status of each 
study in progress and each study com-
pleted during the previous year. The 
summary is required to include the fol-
lowing information for each study: 

(1) The title of the study (with any 
appropriate study identifiers such as 
protocol number), its purpose, a brief 
statement identifying the patient pop-
ulation, and a statement as to whether 
the study is completed. 

(2) The total number of subjects ini-
tially planned for inclusion in the 
study; the number entered into the 
study to date, tabulated by age group, 
gender, and race; the number whose 
participation in the study was com-
pleted as planned; and the number who 
dropped out of the study for any rea-
son. 

(3) If the study has been completed, 
or if interim results are known, a brief 
description of any available study re-
sults. 

(b) Summary information. Information 
obtained during the previous year’s 
clinical and nonclinical investigations, 
including: 

(1) A narrative or tabular summary 
showing the most frequent and most 
serious adverse experiences by body 
system. 

(2) A summary of all IND safety re-
ports submitted during the past year. 

(3) A list of subjects who died during 
participation in the investigation, with 
the cause of death for each subject. 

(4) A list of subjects who dropped out 
during the course of the investigation 
in association with any adverse experi-
ence, whether or not thought to be 
drug related. 

(5) A brief description of what, if any-
thing, was obtained that is pertinent to 
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